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1. This report is the international preliminary examination report, established by this International Preliminary Examining Authority
under Arficle 35 and transmitted to the applicant accarding to Article 36.

2 This REPORT consists of atotalof 7 sheets, Including this cover sheet.

-

This report is also accompanied by ANNEXES, comprising:

a, D (sent 1o the applicant and 10 the International Bureau) a total of sheets, as follows:
D sheets of the description. claims and/or drawings which have been amended and are the basis for this report and/or
sheets containing rectifications authorized by this Authority (sce Rule 70.16 and Section 607 of the Administrative
Instructions).
D sheets which supersede earlier sheets, bot which this Avthority considers contain an amendment that goes beyond
the disclosure in the international applicstion as filed. as indicated in item 4 of Box No. I and the Supplemental
Box.

b. I:] (sent to the Iternational Bureau onlv) a total of (indi type and ber of el ic carriex(s))

ining a e listing and/or tables

. o Ll
rclated thereto. in computer rcadable form only, as indicated in the Supplemental Box Relating to Sequence Listing (sce
Section 802 of the Administrative Instructions).

4. This report contains indications relating to the following items:

Box No.1 Basis of the repost
Box No. 1l Prionity
Box No.Ill Non-cstablishment of opinion with regard to novelty. inventive step and industrial applicability

Box No. IV Lack of unity of invertion

Box No. V Reasoned sistement under Article 35(2) with regard to novelty, inveative step or industrial applicability:
citations and explanations supposting such statement

Box No. VI Certain documents cited

Box No. V11 Certain defects in the international application

000 XOO0OK

Box No.VIIl  Certain observations on the international application
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Iemational application No.

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY PCT/JP2004/018501

Box No. 1 Basis of the report

1. Withregard to the language. this report is based on the international application in the language ia which it was filed. unless otherwise
indicated under thisitem.

D This report is based on transiations from the original Janguage info the following
which is the language of a translation furnished for the purposes of:

D internationa) search (Rule 12.3 and 23.1(b))
D publication of the international application (Rule 12.4)
D intermationa) preliminary examination (Rule 55.2 and/or 55.3)

2. Withregard to the dements of the international application, this report is based on (replacement sheets which have been furnished to the
receiving Office in response to an imvitation under Atticle 14 are referred to in this report as “originally filed” and are not annexed to
this report ):

N/
the international application as originally filed/furnished

the description:
pages as originally filed/fuenished
pages® reccived by this Authority on
pages® received by this Authority on

D the claims:
nos. as originally filed/farnished
nos.* as amended (together with any statement) under Article 19
nos.* received by this Authority on
nos.* received by this Authority on

D the drawings:
sheels a5 originally filed/furnished
sheets® received by this Authority oo
sheets® received by this Authority on

D a scquence liding and/or any related table(s) — sce Supplemental Box Relating to Sequence Listing.

3 D The amendments have resulted in the cancellation of:
D the description. pages

D the claims. nos.

D the drawings, sheets/figs

D the sequence listing (speafv)
D any table(s) related to sequence listing (specifv):

4 D This report has been cstablished as if (some of) the amendments annexed fo this report and listed below had not been made. since
they have been considered 10 go beyond the disclosure as filed. &s indicated in the Supplemental Box (Rule 70.2(c)).

[:l the description. pages
D the claims. nos.
D the drawings. sheetv/figs
D the sequence listing (specify):
D any table(s) related 1o sequence listing (specify):
* __Ifitem 4 applies. some or all of those sheets mav be marked “superseded.™

Form PCT/IPEA/409 (Box No. 1) (January 2004}
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Inlemnational application No.
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY
PCT/JP2004/018501
Box No. V Reasoned stetement under Article 35(2) with regurd to novelty, inventive step or industriaf epplicability;
citations and explanations supporting such statement
J.  Statement
Novelty (N) Claims 1-28 YES
Chims NO
Inveative step (IS) Chims 15 YES
Chims _1-14, 16-28 - NO
Industrial applicability JA)  cpims  1-28 YES
Chims NO

2. Citations and explonations (Rule 70.7)
Documents 1 to 6 below were cited in the international
search report:

Document 1: Sekimoto E. et al., Blood, November 2003,
Vol. 102, No. 11, page 933a, Abstract, #3474

Document 2: Kipriyanov, S.M. et al., J. Mol. Biol., June
2003, vol. 330, No. 1, pages 99 to 111

Document 3: Laurent Genestier et al., Blood, 1997, Vol.
90, No. 9, pages 3629 to 3639

Document 4: Hudson P.J. et al.,, J. Immunol. Methods,
1999, vol. 231, No. 1-2, pages 177 to 189.
Review

Document 5: JP 7-503622 A (The Dow Chemical Company), 20
April 1995, entire description

Document 6: CO M.S. et al., J. Immunol., 1994, Vol. 152,
No. 6, pages 2968 to 2976

Document 1 sets forth a monoclonal antibody (2D7),
and indicates that said monoclonal antibody recognizes
HLA class I HLA-A.

Document 2 sets forth a bispecific scFV antibody
containing two variable heavy chain domains and two
variable light chain domains (see fig. 1, etc.).

Document 3 sets forth MoAb90 and YTH862, which are

Form PCT/IPEA/409 (Box No. V) (Janvary 2004)
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International application No.
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Box No. Y Reasoned statement under Article 35(2) with regard 1o novelly, inventive step or industrial applicability;
dtations and explanations supporting such statement

monoclonal antibodies for human HLA class IA.

Documents 4 and 5 both disclose sc(Fv)2.
Document 6 sets forth a method of obtaining DNA

which codes monoclonal antibodies.

The invention set forth in claims 1 to 28 involves
an inventive step in relation to documents 1 to 6.
The invention set forth in claims 1 to 28 of this

application is not disclosed in documents 1 to 6.

The invention set forth in claims 1 to 14 and 16 to
28 does not involve an inventive step in the light of a
combination of documents 1, 2 and 6.

It would be easy for a person skilled in the art to
use the method set forth in document 6 to obtain the DNA
which codes a monoclonal antibody (2D7) set forth in
document 1, and to prepare a bispecific scFv antibody of
the monoclonal antibody (2D7) using the method for
preparing a bispecific scFv set forth in document 2 from

the DNA thus obtained.

The invention set forth in claim 1 to 7 and 17 to 28
does not involve an inventive step in the light of a
combination of documents 3 to 6. It would be easy for a
person skilled in the art to conceive of using the method
set forth in document 6 to obtain DNA which codes the
monoclonal antibodies MoAbS0 and YTH862 set forth in
document 3, and to prepare the sc(Fv)2 of the monoclonal
antibodies MoAbS%S0 and YTH862 usiné the methods of
preparing sc(Fv)2 set forth in documents 4 and 5 from the

DNA thus obtained.

Form PCT/IPEA/409 (Box No. V) (January 2004)
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International application No.
INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY PCT/JP2004/018501

Box No. V Reesoned statement under Artlcle 35(2) with regard to novelly, inventive step or industrisl applicebility;
citations and explanations supporting such statement

The invention set forth in claim 15 involves an

inventive step in relation to documents 1 to 6.

The sc(Fv)2 having the amino acid sequence set forth
in SEQ ID NO: 2 described in claim 15 is an sc(Fv)2 of a
monoclonal antibody (2D7), but said sc(FV)2, as set forth
in fig. 4 and 5, has the same activity as 2D7DB which is
a diabody of the monoclonal antibody (2D7), and as shown
in fig. 6, markedly improves the stability in the blood,
and a person skilled in the art would not be able to

predict this feature.

Form PCT/IPEA/409 (Box No. V) (January 2004)
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Supplemental Box Relsting to Sequence Listing

Continuation of Box No. L, item 2:

1. Withregard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the claimed invention.
this report was established on the basis of:

8. {ype of material
E a scquence listing
D table(s) related to the sequence listing
b.  format of material
D in writlen format
’Z‘ in computer readable form
€. time of filing/furnishing
E contained in the international application as filed
D filed 1ogether with the international application in computer readable form
D fumished subscquently 1o this Authority for the purposes of search and/or examination

D received by this Authority as an dment® on

2. In addition. in the casc that more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed or
furnished. the required statements that the information in the subsequent or additional copies is identical to that in the application as
filed or does not go beyond the application as filled. as appropriate. were furnished.

3. Additional comments:

* Ifitem 4 in Box No. I applies, the listing and/or table(s) related thereto, which form part of the basis of the report. may be marked
“superseded.

Form PCT/IPEA/409 (Supplemental Box Relating 1o Sequence Listing) (January 2004)
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Irternational application No.

INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY PCT/JP2004/018501

Supplemental Box

In case the space in any of the preceding boxes is not sufficient,
Continuation of:

(IPC) Int.Cl.7
A61P13/00, C12P21/08

Form PCT/IPEA/409 (Supplemental Box) (January 2004)
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